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Anne. KﬂiﬂMn-Cal'l'lpb&ll MD {Investigator No. 1129 is thB htghasl emﬂer in the TREAT Study

‘site’on November 29, 2001, mecﬂhsmﬁhmredﬁweeoﬂﬁeﬁﬁsub_ s
that visit. Ranjan Khosla (GCP-QA, Aventis) had conducted an audit at t ry 17+
18, 2002. Atthetm&oﬂheaudillhesitehadfemouedaz?suhpc{s Weau@lorreviewadall?}z?

ICFs, the essential document binder, drug aﬁunﬂabiﬁ{y and the charts of subjeds 1.‘!643.n
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GCP-QA was l_nfonned by e-mail on Febmaty 27, \2(!02 bwesstca Lasley, Director TCG, PPD,

e CRASs of | } scientific. misconduct discovered: during the
to ne Kirkma npbell [Invelegalor
02 (the clinio was closed on February 20, 2002).

Ceive fepbﬂed that proper diagnosis of an appropriate medical condition to

as lacking; medical charts were very limited; short time of randomization in

'in a-short mcremenl of ime and most occurred when the

se : informed consent form anomalies including

! s; and a review of lab values for. multiple
! Nitoring \ﬂsif Br Kirkman—(:ampbeli site

had enro!led 407 paﬁenm .

In accordance with the, applic:

e Avenlis Globai Regulatoly SOP GREGU QAC-PR—N-O'!

- *Scientific Misconduct and Fraud”, a teleconference was organized on March 4, 2002 to review

the case, and evahrate ﬁrstmvesﬁgahons {o be initiated.
Main pmnlsd‘vscussedarldaeﬁonsagfeedmareﬁsted below.

: John Reyndds {CRA. TCC: PPD] observed that on: seyeral occasions: the lab samples sent
oV: *_thesmdayhadsﬁnﬁarpaumo!mswisformwmmﬂsec& W.
cian; Aventis) made a related observation that the intraday variance of the lab

samples sent by Dr, Anne Kirkman-Campbell is considerably less than the inferday variance
of her samples. These observations together led fo the suspicion that blood samples may
not have originated from unique subjects. Further statistical analys:s is plamed

investigate this hypomesis.

: signature for the Subieqt does ot resbmbie the
smedicai chartdated 10/13/97.

Subject 361 '"M_"'-eadrimmmseméégediﬁermpagewpawmd
dﬂ‘ .reaenwlame ubject’s sigr

 the subjecf. howe\rer me'lrﬂiais dqnolmatch ﬂmlsubject's signatura
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2 page medical chart. The s'ublect **being seen for follow up on
hypertension. In different ink. “sinus: congestion x2 days” was added, (See informed -
oonsent issue for this sub[ecl abovej.

. Smied 2721 ' S’ubgect : mndormzed the iYRS"and the day ntVFsiH on the CRF

occurred on 1/16/02, however | ‘and blood sent in on 01/09/02,

" 'The subject’s medical char does f_ndncalea visit on 119/02, however the subject had

_ ' labs drawn {not sfudy related) on 01/08/02;- in the medical charl there s documentation

" of a visit occurring on 01/08/02, however that date was changed to 1/16/02. It is
" apparent the: subject did not date their signature on page 6 of the ICF. The Jab results
from 01/08/02 are sﬁzilla;to’thosa sent int lo Covance on 01709/02. Labs were not sent in

i, OEABIORL S o o ns BTl .

s Subject 077 Sub}edwas seen on 11139!0! fotfeel and ankle swelling. In a different

pen, “chest coﬂgestion xatfa' ‘was' marke_d‘ on the form and Acute Exacerbation of
hitis' ject's physical exam, respiratory section,

) arlequal "sounds bilale:ally, hmg fi e]ds no

b :. i a3k & RirD . £u i I )
| EE e Subfect-w:i; deayofv*mn wasmeﬁrstdayﬂmsutuedwasseenmﬂaeomee
: - Chiefcomp!ain{ wasbadc pain, in_:diffe:ml mk in ﬂi& midc!le of the medical history page,

. .-sw,ectsam 361, 344, 355 soo 263 223,196 359, 407,;405 393; 188, 161, 135, 077,
063 were. diagnosed wi‘th AEcﬁ, however had-nq domentanon of past history of
bropehits

s Ang Ma’ia.-.cmmshg CRA*_PPG‘ confirmed that valid 5o documents existed. for the

noles wntaineﬂ cﬁet charts, medical charls and patient
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Investigation Plan

In the light of the elements coﬁecied, further investigationt was deemed necessary.

| :"'sﬁe.:as!_‘iﬂ_“. for_wntfen Wﬂaﬁ"" ‘:'“he fo!lmv?ng issues by the

—Adescn'pﬂonoflhelnfonnedemsentpmoassandan
_explana ._""aitheissuesobsewed. ¥
& ;

» The mndormzahonof subjem in hlocksf clusters within a short |

- _Having_mgoﬂéd,\e‘érx few Adverse Events (except for the five |

_ 5k
nﬂn_t_iple patients appearing to be ‘similar and the informed consent |

. uple

'Nwmwzs'mu 10 during the Ciinical QA Audit on January |

; -unmpoﬂederseEwnﬁofSpecﬁawﬂm_[ﬁES's}
" The answer will be obtained from the sile to the

___to the s:t& mgardhg the cumplete defmﬂmn _and repor(irg_

istician, Aventis) will perform a slahshca! analysis of |
nce to d@teﬁﬁ“n_é*me lil(eli_liood'_ of obtaining |

' period‘ Qf :ime ta {ﬁghly unusbal. The site should explaln the |
: ; : "‘iﬁondwedbythem &

et:Functmn: Tests) for the 407

melssue ofthe lab values for |

of Subject 249 . . Aventis GCP-QA will review this follow |
er before it is sent to the site to ensure that all outstanding
issues ﬁave been addressed and appropﬁaﬁe follow up has been |

Smmemﬁws P!a" req,mrea a momtonng of 25%
id until now source data verification for only 49 of the 40-, .
d {3 in the monitoring visit on |

17-18, 2002, &nd36durmg the. mamtoring visit o February 18, 19 |
and 21, 2002] the possibility of a further monitoring visit will be |
explored. This is necessary fo nile Outmewssibﬂitrof any |

 question asleed in{
the Audit Follow up lefter dated January 21, 2002 about the total |
number of patients seen by the Pl in the monlhs of Oclober,
November and December 2001.

Documentation will be obtained from PPD about the training given |
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reqwements of Advérse Events of Spécn‘a! interest [AESI] and the
Serious Adverse Evenis [SAEs]

Based upon the statistical analysis of the lab data from Covarice
and the responses of the Pl to the foliow up lefter, meetfng wilt be
e ._heldlodeadefutureacﬁoh Yol
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